However, the pathological correlation between nuclear mainly localized in the cytoplasm of tumor tissues with a high level of Akt-p ( Figure 1A , case 1) while FOXO3a exclusion of FOXO factors and phosphoylated-Akt (Akt-p, activated Akt) in primary tumors has not been was largely located in the nucleus of many tumors with negative Akt-p (Case 2). However, in a significant numreported and little is known about the role and significance of FOXO factors in tumorigenesis.
ber (23 cases) of tumor specimens lacking detectable Akt-p, FOXO3a was still predominantly confined in the In an attempt to investigate the correlation between expression of FOXO3a and Akt-p in human primary cytoplasm (case 3), suggesting that other mechanisms may contribute to nuclear exclusion of FOXO3a in these breast tumors, we unexpectedly found that in some tumor specimens with negative Akt-p, FOXO3a was still tumors. To examine a potential involvement of IKK␤ (a major catalytic subunit of IKK) in breast tumors, we excluded from the nucleus, suggesting that other mechanisms may retain FOXO3a in the cytoplasm of tumor found that FOXO3a was excluded from the nucleus when the tumors expressed IKK␤ but without detectable tissues. For instance, the IB kinase (IKK) signaling pathway has been established as a key survival and antiapoAkt-p (case 3 tion of the signaling mechanism by which FOXO3a pre-
